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THE REPLY FILED 15 March 2005 FAILS TO PLACE THIS APPLICATION IN CONDITION FOR ALLOWANCE. 

1. □ The reply was filed after a final rejection, but prior to filing a Notice of Appeal. To avoid abandonment of this application, 

applicant must timely file one of the following replies: (1 ) an amendment, affidavit, or other evidence, which places the 
application in condition for allowance; (2) a Notice of Appeal (with appeal fee) in compliance with 37 CFR 41.31; or (3) a 
Request for Continued Examination (RCE) in compliance with 37 CFR 1.114. The reply must be filed within one of the following 
time periods: 

a) ^3 The period for reply expires 3_months from the mailing date of the final rejection. / 

b) [Z| The period for reply expires on: (1 ) the mailing date of this Advisory Action, or (2) the date set forth in the final rejection, whichevens later. In no 

event, however, will the statutory period for reply expire later than SIX MONTHS from the mailing date of the final rejection. \ 
Examiner Note: If box 1 is checked, check either box (a) or (b). ONLY CHECK BOX (b) WHEN THE FIRST REPLY WAS FILED WITHIN TWO 
MONTHS OF THE FINAL REJECTION. See MPEP 706.07(f). 
Extensions of time may be obtained under 37 CFR 1 .136(a). The date on which the petition under 37 CFR 1 .136(a) and the appropriate extension fee have 
been filed is the date for purposes of determining the period of extension and the corresponding amount of the fee. The appropriate extension fee under 37 
CFR 1 .17(a) is calculated from: (1 ) the expiration date of the shortened statutory period for reply originally set in the final Office action; or (2) as set forth in (b) 
above, if checked. Any reply received by the Office later than three months after the mailing date of the final rejection, even if timely filed, may reduce any 
earned patent. term adjustment. See 37 CFR 1 .704(b). 
NOTICE OF APPEAL 

2. 0 The reply was filed after the date of filing a Notice of Appeal, but prior to the date of filing an appeal brief. The Notice of Appeal 

was filed on . A brief in compliance with 37 CFR 41 .37 must be filed within two months of the date of filing the Notice of 

Appeal (37 CFR 41.37(a)), or any extension thereof (37 CFR 41.37(e)), to avoid dismissal of the appeal. Since a Notice of 
Appeal has been filed, any reply must be filed within the time period set forth in 37 CFR 41.37(a). 
AMENDMENTS 

3. □ The proposed amendment(s) filed after a final rejection, but prior to the date of filing a brief, will not be entered because 

(a) Q They raise new issues that would require further consideration and/or search (see NOTE below); 

(b) Q They raise the issue of new matter (see NOTE below); 

(c) D They are not deemed to place the application in better form for appeal by materially reducing or simplifying the issues for 

appeal; and/or 

(d) D They present additional claims without canceling a corresponding number of finally rejected claims. 

NOTE: . (See 37 CFR 1.116 and 41.33(a)). 

4. D The amendments are not in compliance with 37 CFR 1.121. See attached Notice of Non-Compliant Amendment (PTOL-324). 

5. □ Applicant's reply has overcome the following rejection(s): . 

6. [U Newly proposed or amended claim(s) would be allowable if submitted in a separate, timely filed amendment canceling 

the non-allowable claim(s). 

7. |3 For purposes of appeal, the proposed amendment(s): a) □ will not be entered, or b) will be entered and an explanation of 

how the new or amended claims would be rejected is provided below or appended. 
The status of the claim(s) is (or will be) as follows: 
Claim(s) allowed: none . 
Claim(s) objected to: none . 
Claim(s) rejected: 21.22 and 24-29 . 

Claim(s) withdrawn from consideration: . 

AFFIDAVIT OR OTHER EVIDENCE 

8. □ The affidavit or other evidence filed after a final action, but before or on the date of filing a Notice of Appeal will not be entered 

because applicant failed to provide a showing of good and sufficient reasons why the affidavit or other evidence is necessary 
and was not earlier presented. See 37 CFR 1.1 16(e). 

9. □ The affidavit or other evidence filed after the date of filing a Notice of Appeal, but prior to the date of filing a brief, will not be 

entered because the affidavit or other evidence failed to overcome a]l rejections under appeal and/or appellant fails to provide a 
showing a good and sufficient reasons why it is necessary and was not earlier presented. See 37 CFR 41.33(d)(1). 

10. □ The affidavit or other evidence is entered. An explanation of the status of the claims after entry is below or attached. 
REQUEST FOR RECONSIDERATION/OTHER 

1 1. M The request for reconsideration has been considered but does NOT place the application in condition for allowance because: 

see attached sheets. • 

12. □ Note the attached Information Disclosure Statement(s). (PTO/SB/08 or PTO-1449) Paper No(s). 

13. □ Other: . 
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Advisory Action 

The amendment filed 3/15/05 directs an amendment to claim 21, and the cancellation of 
claim 23. This amendment will be entered upon filing an appeal brief. 

■ + 

The following is a quotation of the first paragraph of 35 U.S.C. §1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it in such full, clear, concise and exact terms as to enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and use the same and shall set forth 
the best mode contemplated by the inventor of carrying out his invention. 

Claims 21, 22, 24-29 are rejected under 35 U.S.C. §1 12, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. 

In traversing this ground of rejection, applicants have argued that the claims are limited to 
synthesis of those diketopiperazines which were specified in original claim 1. In particular, 
applicants have argued that the instant claims mandate that the diketopiperazines which are 
synthesized have an Asp or Glu side chain. However, applicants are not correct. Claim 2 1 , 
of course, encompasses this possibility, but does not require it. Part (c) of claim 21 only 
imposes limitations on the synthetic intermediates that are produced, not on the final product. 
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There is an infinite array of possible synthetic manipulations that one could undertake, once in 
possession of the synthetic intermediate required of step (c) (claim 21). For example, one could 
take the synthetic intermediate of step (c) and treat first with a carbodiimide reagent, followed 
by n-butylamine. The result would not be a diketopiperazine bearing carboxymethyl or 
carboxyethyl groups, but rather, a diketopiperazine bearing an N-butyl amide group. Or one 
could treat the synthetic intermediate of step (c) with oxalyl chloride, followed by sodium azide, 
rearrangement of the resulting azide will generate an isocyanate, which could be quenched with 
water, resulting in an amine-bearing diketopiperazine, or else one could react the isocyanate with 
ethanol, giving rise to a carbamate. Or one could take the diketopiperazine intermediate of 
claim 21, hydrolyze it to the component amino acids, and create a new diketopiperazine which 
contains no carboxyl group at all. The point is that applicants are not correct in stating that 
claim 21 excludes further synthetic manipulations, once the synthetic intermediate is formed. 
As indicated previously, in the specification as filed (including the original claims), there is only 
a description of how to make a diketopiperazine of formula 2 in which R 1 is limited to a small 
genus of possible structures. There is nothing in the application as filed to indicate any other 
structures (other than those falling withing the scope of formula 2, as the substituent variables are 
specifically defined). Accordingly, the genus encompassed by claim 2 1 was not described 
in the application as filed. 
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Any inquiry concerning this communication or earlier communications 
from the examiner should be directed to David Lukton whose telephone 
number is 571-272-0952. The examiner can normally be reached Monday- 
Friday from 9:30 to 6:00. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner' s supervisor, Jon Weber, can be reached at 571-272-0925. 
The fax number for the organization where this application or proceeding 
is assigned is 571-273-8300. 

Any inquiry of a general nature or relating to the status of this 
application or proceeding should be directed to the receptionist whose 
telephone number is 571-272-1600. 





